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Warfarin-related nephropathy can
be mimicked by an interaction
between sulfonamide derivatives
and vitamin K antagonists
To the Editor: We thank Brodsky et al.1 for their excellent
study on warfarin-related nephropathy (WRN). The authors
analyzed data and risk factors of WRN in patients with and
without chronic kidney disease. However, an interesting topic
that the authors did not mention is concurrent treatment of
warfarin with antimicrobial agents, especially sulfonamide
derivatives. Interaction between trimethoprim/sulfamethox-
azole and warfarin can mimic WRN by causing both elevation
of international normalized ratio (INR) level and serum
creatinine, without the mechanism of WRN. Sulfamethox-
azole inhibits CYP2C9, the main enzyme responsible for
metabolizing (S)-warfarin (60–70% of warfarin’s activity),
in the liver.2 This antimicrobial agent can cause elevated
INR levels with concurrent warfarin treatment. At the same
time, trimethoprim is known to decrease the tubular secretion
of creatinine and lead to increases in serum creatinine with
intact glomerular ﬁltration rate (GFR),3 unlike the case in
WRN, which decreases GFR. Moreover, not mentioned in
their paper are the large numbers of medications that can
acutely increase INR in warfarin-treated patients, and there-
fore are risk factors for WRN.
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